S3

General procedures
General procedure 1: Carbolithiation of dimethylated ureas 3.
To a solution of urea 3 in dry toluene (0.1 M) cooled at −40 °C, the desired organolithium reagent (2 equiv) is added slowly. After 1 hour, the reaction is quenched slowly with MeOH and NH 4 Cl. The crude is extracted with EtOAc, dried with MgSO 4 , concentrated under reduced pressure and purified by chromatography on silica gel (PE/EtOAc 9:1).
General procedure 2: Carbolithiation of monomethylated ureas 5.
To a solution of urea 5 in dry tetrahydrofuran (0.1 M) cooled at −40 °C, the desired organolithium reagent (3 equiv) is added slowly. After 1 hour, the reaction is quenched slowly with MeOH and NH 4 Cl. The crude is extracted with EtOAc, dried with MgSO 4 , and concentrated under reduced pressure. The product was obtained without further purification.
General procedure 3: Carbolithiation of gem disubstituted ene-carbamates 9.
To a solution of carbamate 9 in dry THF (0.1 M), cooled at −78 °C, the desired organolithium reagent (2 equiv) is added slowly. After 1 hour at −78 °C, the reaction is quenched by slow addition of MeOH.
The mixture is extracted with EtOAc and washed with NH 4 Cl. The organic phase is dried (MgSO 4 ), filtered and concentrated under reduced pressure. The crude is purified by flash chromatography on silica gel (PE/DCM 1:1).
General procedure 4: Carbolithiation of trisubstituted ene-carbamates 10 followed by deprotection.
Carbamate 10 is solubilised in dry THF (0.1 M) and the mixture is cooled to −40 °C. The desired alkyllithium reagent is added slowly and the reaction is stirred for 1 hour at −40 °C. The reaction is then quenched by slow addition of methanol. The solvent is removed under reduced pressure and the crude is solubilised in TFA. The reaction is stirred for 1 hour at r.t. The reaction mixture is diluted in DCM and washed with NaHCO 3 (1 M). The organic phase is dried (MgSO 4 ) and filtered, and the solvent is removed under reduce pressure. The corresponding amine is obtained without further purification.
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Experimental procedures and characterisation data
Synthesis of the starting materials:
Ureas 1a, 1b, 1c, 3a, 3b, 3c, 3d, 3e, 3f, 3g and 5b were synthesised according to the procedures described [1, 2] .
Compounds 2a and 4a were previously reported [2] 
1,3-Dimethyl-1-(3-methyl-1-phenylbutyl)-3-phenylurea (2c)
To a stirred solution of urea 1a (100 mg; 0.376 mmol) in dry THF (2.5 
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1-((1R*,2R*)-2,3-Dimethyl-1-phenylbutyl)-1,3-dimethyl-3-(p-tolyl)urea (4c)
The compound was synthesised following the general procedure 1 starting from urea E-3c. The desired product was obtained in 78% yield as a colourless oil. 
1,3-Dimethyl-1-phenyl-3-[(1R*,2R*)-2,3,3-trimethyl-1-(p-tolyl)butyl]urea (4d)
The compound was synthesised following the general procedure 1 starting from 80 mg (0.27 mmol) of urea E-3d. The desired product was obtained in 63% yield (60 mg) as a colourless oil. 
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1-[(1R*,2R*)-1-(4-Chlorophenyl)-2,3-dimethylbutyl]-1,3-dimethyl-3-phenylurea (4e)
The compound was synthesised following the general procedure 1 starting from 108 mg (0.34 mmol) of urea E-3e. The desired product was obtained in 81% yield (100 mg) as a yellow oil. 
1-[(1R*,2S*)-1-(4-Chlorophenyl)-2,3-dimethylbutyl]-1,3-dimethyl-3-phenylurea (epi-4e)
The compound was synthesised following the general procedure 1 starting from 100 mg (0.32 mmol) of urea Z-3e. The desired product was obtained in 80% yield (90 mg) as a yellow oil. 
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1-[(1R*,2R*)-2,3-Dimethyl-1-phenylbutyl]-3-(4-methoxyphenyl)-1,3-dimethylurea (4g)
The compound was synthesised following the general procedure 1 in toluene for 
1-[(1R*,2S*)-2,3-Dimethyl-1-phenylbutyl]-3-(4-methoxyphenyl)-1,3-dimethylurea (epi-4g)
The compound was synthesised following the general procedure in toluene for 
3-(4-Methoxyphenyl)-1-methyl-1-[(E)-1-phenylprop-1-enyl]urea (E-5a)
Propiophenone ( 
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3-(4-Methoxyphenyl)-1-methyl-1-[(1R*,2R*)-2-methyl-1-phenylhexyl]urea (6a)
The compound was synthesised following the general procedure 2 starting from 53 mg (0.18 mmol) of urea 5a. The desired product was obtained in 80% yield (40 mg) as a colourless oil. 
1-[(1R*,2R*)-1-(4-Chlorophenyl)-2-methylhexyl]-3-(4-methoxyphenyl)-1-methyl-urea (6b)
The compound was synthesised following the general procedure 2 starting from 98 mg (0.30 mmol) of urea 5b. The desired product was obtained in 87% yield (100 mg) as a colourless oil. 
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1-[(1R*,2R*)-1-(4-Chlorophenyl)-2,3-dimethylbutyl]-3-(4-methoxyphenyl)-1-methylurea (6c)
The compound was synthesised following the general procedure 2 starting from 99 mg (0.30 mmol) of urea 5b. The desired product was obtained in 98% yield (110 mg) as white solid. The compound was recrystallized from petroleum ether.
R f : 0.6 (PE/EtOAc 7:3).
mp: 157-158 °C (PE).
IR  max (film)/cm 
1-[(1R*,2R*)-1-(4-Chlorophenyl)-2,3,3-trimethylbutyl]-3-(4-methoxyphenyl)-1-methylurea (6d)
The compound was synthesised following the general procedure 2 starting from 98 mg (0.29 mmol) of urea 5b. The desired product was obtained in 98% yield 
tert-Butyl N-methyl-N-[(E)-1-phenylprop-1-enyl]carbamate (E-10)
Propiophenone ( The stereochemistry is confirmed by nOe experiments and X-ray structure.
mp: 20 °C (PE).
R f : 0.5 (PE/EtOAc 8:2). 
IR
tert-Butyl N-methyl-N-(3-methyl-1-phenyl-butyl)carbamate (12b)
The compound was synthesised following the general procedure 3 starting from 40 mg (0.17 mmol) of carbamate 9. The desired product was obtained in 61% yield (29 mg) as a colourless oil. The NMR analysis shows the presence of two rotamers. 
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